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ABSTRACT: 

The present invention provides novel peptides having as tru-ir core 
reei.-n portions of the 109-1 1 8 amino acid sequence of P-selec tin, 
t -selectn. or I -selectin. The invention also provides pharmaceutical 
composites comprising the peptides of the invention, and diagnostic and 
iherapeut.c methods utilizing the peptides and pharmaceutical 
compositions of the invention. 
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SUMMARY: 
BSUMO 10) 

Tumor has been well described, suggesting a role for platelets 

m i he spread of some cancers. Recently, it was reported that 
p -selUn"* hinds to tumor cells in a variety of human carcinoma 
i.ssue sections (co.on. lung, and breast), and that p.-seleam- binds 
u, -he cell surface of a number of cell lines derived from various 

„.,, t„„ „,„ ,rom melanomas. Aruffo.. . A , et al.. Proc. 

Natl" Acad' Sci USA 89. 2292-2296 ( 1992) Aruggo et al also reference 
earlier work suggesting that E-~select.n" might be involved I in tumor 
metastasis by mediating the adhesion of a colon carcinoma cell line 
(HT-i0 ( ro activated endothelial cells in vitro. Platelet-leukocyte 
mieracbons are believed to be important in -atherosclerosis". 
Platelets might have a role in recruitment of monocytes into 
atherosclerotic plaques; the accumulation of monocytes is known to be. 
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ABSTRACT: 

The invention relates to novel endothelial cell-leukocyte adhesion 

mo Ju.es designated ATHERO-**ELAM**. ATHERa»El>^ molecules an 

expressed on cultured endothelial cells stimulated with bacterial LPS and 

selectively mediate the binding of monocytes to the endothelial cells. 

Monoclonal antibodies specific for ATUERO-"ELAM" bind to vascular 

endothelial cells involved in early atherosclerotic lesions, but not to 

vascular endothelial cells from uninvolved arterial tissue. 

ATHERO "FLAM- and antibodies directed to ATHERO--ELAM" may be l 
identifying early atherosclerotic lesions and in treating and preventing 
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ABSTRACT: 

The invention relates to novel endothelial cell leukocyte adhwon 

molecules designated ATHERO-**ELAM**. AT"lfRO-»hLAM» molecules arc 

expressed on cuhured endothelial cells simulated uith bacteria! LPS and 

selectively mediate the binding of monocytes to the endothelial cells. 

Monoclonal antibod.es specific for ATHERO "ELAM" bind to vascular 

endothelial cells involved in early atherosclerotic lesions, but not to 

vascular endothelial cells from uninvolved arterial tissue. 

ATHERO--FL AM" and antibodies directed to ATHERO-"ELAM« may be used m 
identifying early atherosclerotic lesions and in treating and preventing 
"atherosclerosis". 



SUMMARY 

BSLM(13) 

I h, and are markers for early atherosclerotic lesions in blood 

vessels The invention also relates to monoclonal antibodies specit.c for 
an ATHFRO "I LAM- and uses of these monoclonal antibodies in diagnosis 
of "atherosclerosis** and in intervention during its progression. I he 
Icn^ ^hcr relates to the use of soluble forms ot ATHEROEIAMs to 
miervcnt with die progression nt "atherosclerosis 

1)1 !I)ES< : 
1)1 11* ^ 

By \.\THERO-**ELAM"" is meant an endothelial cell surlj.ce protein 
expressed ai sites of or.go ng/act, ve -atherosclerosis" which 
participates in leukocyte-endothelial adhesion. 
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SUMMARY: 
BSUM14) 

Compounds. such as rheumatoid arthritis, asthma, and psoriasis. 
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ART UNIT 186 

PPIMEXMR Thomas M Cunningham 

1.1 CiAl. REP Sterne. Kessler. Goldstein & f ox. PLLC 

\HSTKA< I 

A method is provided tor selectively targeting a therapeutic agent to a 
sit.- ot activated endothelium by administering a pharmaceutical 
.ompoMiio-i comprising a tnerapeutically eftecM'e amount ot an 
I -select in : formerly called ELAM-1 ) specific monoclonal antibody 
conjugated to a therapeutic agent. An i mm unconjugate comprising an 
E-selectin specific monoclonal antibody and a therapeutic agent is also 
provided. A method is also provided tor the treatment of a vascular 
smooth muscle cell proliferative disorder, vasculitis, inflammation, 
post-reperlusjon injury , microbial infections, acute or chronic allograft 
rejection, and leukemia, as well as for the inhibition of metastatic 
spread of tumor cells, by administering a pharmaceutical composition 
comprising a therapeutically effective amount of an E-selectin antibody , 
or antibod.v fragment, either alone, or conjugated to a therapeutic agent. 
15 Claims, 13 Drawing Figures 
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DI.TD<4oi 

By "smooth muscle cell proliferative disorder" is meant a disorder, such 
a:, **atherosclerosis** or post angioplasty restenosis, that is 
characterised by the proliferation of smooth muscle cells. Both 
•■atherosclerosis*" and post-angioplasty restenosis are characterized by 
cvtokme-acuvaied vascular endothelial cells that express E-**selectm** 
on the cell surface. When vascular endothelium is damaged, as in these 
s;ates. thrombin occupies receptors on the endothelium and. Biol. 
103: 1 129 1 133 i 1986)). Thrombin generation is predicted 10 be an 
important component of vascular "response to injury" processes such as 
"atherosclerosis"* and post-angioplasty restenosis. Thus, the invention 
relates to the :,pecific targeting of an anti-smooth cell proliferative 
agent, such as an. . . agent or an anti-platelet derived growth 
factor, to the site of proliferation or migration of smooth muscle cells 
(: e in * "atherosclerosis** or post-angioplasty restenosis) by 
conjugating the agent to an E-**selectin** specific monoclonal antibody. 
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ABSTRACT: 

The present invention provides novel peptides constructed to mimic the 
topology of the surtace exposed segeinents of the 23-30 sequence and 
Tyr sup.l 18 in the lectin domain of Pse lectin. The invention also 
provides pharmaceutical con, positions comprising the peptides of the 
invention, and diagnostic and therapeutic methods utilizing the peptides 
and pharmaceutical compositions ot" the invention 
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lumor hir. been vul ! described, suggesting a role tor platelets 

in the spread of some cancers Recently, it was reported that 
P-**selectin*" binds to tumor cells in a variety of human carcinoma 
tissue sections (colon, lung, and breast), and that P-**se1ectin** binds 
to the cell surface of a number of cell lines derived from various 
carcinomas, but not from melanomas ArutTo,. A . et al., Proc. 
Natl. Acad. Sci USA. 89. 2292-2296 ( 1992). Aruggo et al. also reference 
earlier work suggesting that t'-**seleclin** might be involved in tumor 
metastasis by mediating the adhesion of a colon carcinoma cell line 
(HT-20) to activated endothelial cells in vitro. Platelet-leukocyte 
interactions are helieved to be important in "atherosclerosis"*. 
Platelets might have a role m recruitment of monocytes into 
atherosclerotic plaques the accumulation of monocytes is known to be. 
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ABSTRACT; 

DNA molecules and methods for the regulated expression ot a gene in 
endothelial cells or megakaryocytes, are described, wherein the 5' 
flanking region of the P-seSeclin gene, or portions thereof, is ligated 
to the 5' end of a gene. The DNA molecules are also used as probes tor 
screening individuals with abnormal levels of expression of P-selectin, 
or tor production of pharmaceutical compositions to inhibit inflammation 
by inhibition of expression of P-selectin. These DNA molecules can also 
be used to identify and isolate previously unknown proteins which are 
involved in regulation of gene expression. 
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The above methods and compositions may be used locally or systemically 
to .'lhib.t the expression of P- * "selectin ** in vivo and thereby inhibit 
: n P. _m i nation. The abiinv to inhibit or otherwise regulate the 
inflammatory response ai a site is. . damage include injury from 
ischemia and reperfusion. bacterial sepsis and disseminated intravascular 

, . ( ,„ „,vi t ...uvrim,^ Hiurr^s svudrome. tumor metastasis, and 

^atherosclerosis' *. Systemic administration of compounds to achieve 
chronic systemic down- regulation of P- "-selectin" expression may also be 
useful, for example, m a chronic disorder such as rheumatoid arthritis. 
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\BSTRACT: 

\ transgenic mouse which contains a predefined, specific and desired 
.(Iteration in at least one of its two chromosomal alleles of a cellular 
adhesion gene, such that at least one of these alleles contains a 
mutation whuh alters the expression of the allele 
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Despite ot agonists or antagonists of inflammation: they could 

also be used to identify agents capable ol suppressing or preventing 
cancer, "atherosclerosis*". transplantation rejection, and autoimmune 
disease. For example, if mutations which reduce the expression of CI) 18. 
CD! la, CD! lb, CDllc, VI. \ 4, ICAM I, IC AM 2, VCAM-1, P-"*sclecmr 
E-*"sclecun**, or L- **se lectin*", protect an animal against 
•"atherosclerosis'", i-ansplaniation rejection, inflammatory processes, 
tumor metastasis, or <-:her disease processes, this would bt: strong 
evidence nai drugs winch block' the. 
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ABSTRACT: 

The invention provided for a method of directly and speciticallv 
transcriptionally modulating the expression of a gene encoding, a protein 
of interest associated with treatment of one or more symptoms of a 
cardiovascular disease such as atherosclerosis, restenosis or 
hypertension 

Further provided is a method of determining whether a molecule not 
previously known io be a modulator of protein biosynthesis is capable ot 
directly and specifically transcriptionally modulating the expression of 
a gene encoding a protein of interest associated with treatment of one or 
more symptoms of a cardiovascular disease. 
Lastly, the invention provides a method of directly and specifically 
transcriptionally modulating in a human bong the expression of a gene 
encoding a protein of interest associated with treatment of one or more 
symptoms of a cardiovascular disease, thus ameliorating the disease. 
7 Claim:.. 46 Drawing Figures 
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In tne methods described above the cardiovascular disease may be 
* 'atherosclerosis*" or restenosis. Tne protein of interest may be 
involved in lipid transport or cellular uptake e.g. apaipoprotem (a. 
\| All and chemotaxis e.g. CSE- 1 . CSF- 1 receptor, monocyte 

thetnodttractant proiein-1 (MCP- 1 ) ..r MCP-1 receptor. Ustly the protein 
of interest associated with "atherosclerosis** may be associated with 
endothelial cell adhesion such as VCAM-1, VLA-4 .alpha. .sub.4 subunit, 
VI A-4 beta.. sub 1 subunit, "ELAM**-1. ICAM-1, LFA-1 .alpha. . sub L 
subunit. LFA-1 .beta.. sub. 2 subunit, GMP-I40 ("PADGEM"). neuropeptide 
Y VLA-4 alpha sub 1 subunit, vitronectin receptor or 
13-hydoxyocmdeca-9.l 1-dienoic acid ( 13-HODE) receptor. The protein ot 
interest associated with the treatment of cardiovascular disease or 
-"atherosclerosis** may be PEPCK. 
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ART- UNIT. 121 

PRIM-EXMR Ciary 1. Kunz 

ASST-ENMR: Kathleen kahler Fonda 

LEGAL REP Town send and Townsend and Crew, LLP 

ABSTPA< T 

The present invention is directed towards compositions and methods tor 
reducing or corurollmg inflammation and tor treating inflammatory 
disease processes and other pathological conditions mediated by 
intercellular adhesion. The composiiions of the invention include 
compounds thai selective! v hind selectm receptors, the selecim binding 
aenvty Dcm^ mediated b> a carbohydrate moiety. The se lectin -binding 
moieties of the invention are derivatives of a sialylated, tucosylated 
N-acetyl!aaosamine unit of rhe l^ewis X antigen. Compounds containing a 
seieciitV binding moiety m both monovalent and multivalent tonns are 
included wi tht invention. The compounds of the invention are provided as 
pharmaceutical compositions which include, for example, l.posomes that 
carry seleuinbinding mo'eiies of the invention. 
8 Claims, 26 Drawing Figures 
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BSUMO^i 

The . . compositions are useful in methods of inhibiting "~ 
intercellular adhesion in a patient for a disease process, such as^ 
inflammation The "selecim** receptor, such as E-"Selectm" or 
P-"Seleain". may be expressed on vascular endothelial cells or 
platelets. The inflammatory process may be, for example, septic shock, 
wound associated. . shock nephritis and acute and chronic 
inflammation including atop-c dermatitis, psoriasis, and inflammatory 
bowel disease. Various, pla:elet-mediatec! pathologies such as 
"atherosclerosis** and clottmg can also be treated. In addition, tumor 
metastasis can be inhibited or prevented by inhibiting the adhesion ot. 



DETDESC: 
DETD( 34) 

All . . variety of purposes, including, for example competitive 
inhibition of the binding of SLe.sup.x -tearing cells to cells that 
express the **selectm" receptors. By binding of the compounds ot the 
invention to a cell surface "selectm** , interaction ol the **sc lectin** 
with the native SLe.sup.x liquid on migrating cells will be prevented, 
interfering with normal and paiholog.cal binding of leukocytes and other 
cells to the endothelium or platelets. Thus compounds that coniam one 
or more "selectin"-bmding moieties can serve as effective inhibitors 
of, for instance, inflammation, "atherosclerosis**, clotting and other 
endothelial or platelet-mediated pathologies. 
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ABSTRACT: 

A method is provided to measure the extent ot platelet activation b> 
tluoron.eir.caMv determining the extent of expression ot Pse lectin in a 
platelet sample'in vitro, using a maximally activated platelet sample as 
a reference standard. 
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SUMMARY 

BSLNK4) 

Several J Clin Invest.. 78. 340 ( 1986) reported that platelet 

acuvauon with accompanying alpha granule release can be ascertained b> 
examining P-^selectin" express-on. Thus, assays have been designed that 
combine the use of activation-specific monoclonal antibodies with flow 
cytometry. See, for example. R H. Scharf et al. . "Arteriosclerosis" 
and Thrombosis, 12. 1475 (1992). These assays can be performed on whole 
blood and can facilitate the detect .on of platelet. 
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ABSTRACT: l , . . < 

Dithiocarboxylates. and in particular, diihiocarbamates block he 
Sled ex P ress.on of the endothelial cell surface adhes.on molecule 
VCAM-1 and are therefor useful in the treatment of cardiovascular 
disease including atherosclerosis, posi-angioplasty restenosis, coronary 
^ diseases, and angma. as well as noncardiovascular mflammatory 
diseases that are mediated by VCAM-1. 
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SUMMARY: 

BSUMl 3) 

Adhesion of ieukocytes to the endothelium represents a fundamental, 
earlv event in a wide variety of inflammatory conditions inc ud.ng 
-atherosclerosis**, auto immune disorders and bacteria! and viral 
infections. This process is mediated in part by the induced i expression ot 
endothelial cell surface adhesion molecules, such as CAM-, 
(intracellular adhesion molecule-1). VCAM-1 (vascular adhesion 
molecule-1) and **ELAM**-1 (endothelial leukocyte adhesion molecule- 1 1 
These adhesion molecules bind to immune cells, which inmate and 
propagate the inflammatory response. One of. . - 



